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0020385440 BIOSISNO.: 200800432379 

Establishment of HIV-1 resistance in CD4(+) T cells by genome editing using 
zinc-finger nucleases 

AUTHOR: Perez Elena E; Wang Jianbin; Miller Jeffrey C; Jouvenot Yann; Kim 
Kenneth A; Liu Olga; Wang Nathaniel; Lee Gary; Bartsevich Victor V; Lee 
Ya-Li; Guschin Dmitry Y; Rupniewski Igor; Waite Adam J; Carpenito Carmine 
; Carroll Richard G; Orange Jordan S; Urnov Fyodor D; Rebar Edward 



J; Ando Dale; Gregory Philip D; Riley James L; Holmes Michael C; 

June Carl H (Reprint) 
AUTHOR ADDRESS: Abramson Family Cane Res Inst, Dept Pathol and Lab Med 

Curie Blvd,Room 554, BRB 2-3, Philadelphia, PA 19104 USA**USA 
AUTHOR E-MAIL ADDRESS: cjune@mail.med.upenn.edu 
JOURNAL: Nature Biotechnology 26 (7): p808-816 JUL 2008 2008 
ITEM IDENTIFIER: doi : 1 0 . 1 03 8 /nbt 1 4 1 0 
ISSN: 1087-0156 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
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DIALOG (R) File 5:Biosis Previews (R) 
(c) 2009 The Thomson Corporation. All rts. reserv. 

16497000 BIOSISNO.: 200200090511 

Adoptive transfer of costimulated CD4+ T cells induces expansion of 

peripheral T cells and decreased CCR5 expression in HIV infection 
AUTHOR: Levine Bruce L (Reprint); Bernstein Wendy B; Aronson Naomi E; 

Schlienger Katia; Cotte Julio; Perfetto Steven; Humphries Mary J; 

Ratto-Kim Silvia; Birx Deborah L; Steffens Carolyn; Landay Alan; 

Carroll Richard G; June Carl H 
AUTHOR ADDRESS: Abramson Family Cancer Research Institute, University 

Pennsylvania Cancer Center, Philadelphia, PA, USA**USA 
JOURNAL: Nature Medicine 8 (1): p47-53 January, 2002 2002 
MEDIUM: print 
ISSN: 1078-8956 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
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(c) 2009 The Thomson Corporation. All rts. reserv. 

15606909 BIOSISNO.: 200000325222 

Modulation of susceptibility to HIV-1 infection by the cytotoxic T 

lymphocyte antigen 4 costimulatory molecule 
AUTHOR: Riley James L; Schlienger Katia; Blair Patrick J; Carreno 

Beatriz; Craighead Nancy; Kim Daniel; Carroll Richard G; June 

Carl H (Reprint) 

AUTHOR ADDRESS: Department of Molecular and Cellular Engineering, 
University of Pennsylvania, 421 Curie Blvd., BRB II/III, Rm. 554, 
Philadelphia, PA, 19104-6160, USA**USA 

JOURNAL: Journal of Experimental Medicine 191 (11): pl987-1997 June 5 

2000 2000 

MEDIUM: print 

ISSN: 0022-1007 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 
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15371686 BIOSISNO.: 200000089999 



Influenza virus upregulates CXCR4 expression in CD4+ cells 

AUTHOR: Puri Anu (Reprint); Riley James L; Kim Daniel; Ritchey David 

W; Hug Peter; Jernigan Kristine; Rose Patrick; Blumenthal Robert; 

Carroll Richard G 

AUTHOR ADDRESS: Laboratory of Experimental and Computational Biology, 

NCI-FCRDC, Miller Drive, Bldg. 469, Rm. 211, Frederick, MD, 21702-1201, 
USA**USA 

JOURNAL: AIDS Research and Human Retroviruses 16 (1): pl9-25 Jan. 1, 2000 
2000 

MEDIUM: print 
ISSN: 0889-2229 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
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15086084 BIOSISNO.: 199900345744 

Constitutive cell surface association between CD4 and CCR5 

AUTHOR: Xiao Xiaodong; Wu Lijun; Stantchev Tzanko S; Feng Yan-Ru; Ugolini 
Sophie; Chen Hong; Shen Zhimin; Riley James L; Broder Christopher C 
; Sattentau Quentin J; Dimitrov Dimiter S (Reprint) 

AUTHOR ADDRESS: Laboratory of Experimental and Computational Biology, 
National Cancer Institute-Frederick Cancer Research and Development 
Center, National Institutes of Health, Miller Drive, Building 469, Room 
216, Frederick, MD, 21702-1201, USA**USA 

JOURNAL: Proceedings of the National Academy of Sciences of the United 

States of America 96 (13): p7496-7501 June 22, 1999 1999 

MEDIUM: print 

ISSN: 0027-8424 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 
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14687125 BIOSISNO.: 199800481372 

Naive and memory CD4 T cells differ in their susceptibilities to human 

immunodeficiency virus type 1 infection following CD28 costimulation : 

Implications for transmission and pathogenesis 
AUTHOR: Riley James L; Levine Bruce L; Craighead Nancy; Francomano 

Tara; Kim Daniel; Carroll Richard G; June Carl H (Reprint) 
AUTHOR ADDRESS: Mail Stop 061, Naval Med. Res. Inst., 8901 Wisconsin Ave., 

Bethesda, MD 20889-5607, USA**USA 
JOURNAL: Journal of Virology 72 (10): p8273-8280 Oct., 1998 1998 
MEDIUM: print 
ISSN: 0022-538X 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
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14435548 BIOSISNO.: 199800229795 

Productive infection of neonatal CD8+ T lymphocytes by HIV-1 
AUTHOR: Yang Liang Peng; Riley James L; Carroll Richard G; 

June Carl H; Hoxie James; Patterson Bruce K; Ohshima Yusei; Hodes 

Richard J; Delespesse Guy (Reprint) 
AUTHOR ADDRESS: Universite de Montreal, Centre de Recherche Louis-Charles 

Simard, Laboratoire de Recherche en Allergic, Hopital Notre-Dame, 1560 

Sherbrooke St. East, Montreal, PQ H2L 4M1, Canada* *Canada 
JOURNAL: Journal of Experimental Medicine 187 (7): pll39-1144 April 6, 
1998 1998 
MEDIUM: print 
ISSN: 0022-1007 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
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13992340 BIOSISNO.: 199799626400 

Primary HIV isolates that are dual-tropic for the chemokine receptors ccR5 

and cxcR4 (fusin, lestr) 
AUTHOR: Blatner Gretta (Reprint); Blair Patrick; June Carl; Cohen 

David (Reprint) 

AUTHOR ADDRESS: Div. Basic Sci., National Cancer Inst., Bethesda, MD, USA** 
USA 

JOURNAL: Journal of Acquired Immune Deficiency Syndromes and Human 
Retrovirology 14 (4): pA29 1997 1997 

CONFERENCE/MEETING: National AIDS Malignancy Conference Bethesda, 
Maryland, USA April 28-30, 1997; 19970428 
ISSN: 1077-9450 

DOCUMENT TYPE: Meeting; Meeting Abstract 
RECORD TYPE: Citation 
LANGUAGE: English 
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13884652 BIOSISNO.: 199799518712 

Differential regulation of HIV-1 fusion cofactor expression by CD28 

costimulation of CD4+ T cells 
AUTHOR: Carroll Richard G; Riley James L; Levine Bruce L; Feng 

Yu; Kaushal Sumesh; Ritchey David W; Bernstein Wendy; Weislow Owen S; 

Brown Charles R; Berger Edward A; June Carl H (Reprint); St Louis 

Daniel C 

AUTHOR ADDRESS: Jackson Found. Advancement of Military Med., Rockville, MD 
20850, USA**USA 

JOURNAL: Science (Washington D C) 276 (5310): p273-276 1997 1997 

ISSN: 0036-8075 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 

? t s5/7/all 



5/7/1 (Item 1 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 



(c) 2009 The Thomson Corporation. All rts. reserv. 



0020385440 BIOSISNO.: 200800432379 

Establishment of HIV-1 resistance in CD4(+) T cells by genome editing using 
zinc-finger nucleases 

AUTHOR: Perez Elena E; Wang Jianbin; Miller Jeffrey C; Jouvenot Yann; Kim 
Kenneth A; Liu Olga; Wang Nathaniel; Lee Gary; Bartsevich Victor V; Lee 
Ya-Li; Guschin Dmitry Y; Rupniewski Igor; Waite Adam J; Carpenito Carmine 
; Carroll Richard G; Orange Jordan S; Urnov Fyodor D; Rebar Edward 
J; Ando Dale; Gregory Philip D; Riley James L; Holmes Michael C; 
June Carl H (Reprint) 

AUTHOR ADDRESS: Abramson Family Cane Res Inst, Dept Pathol and Lab Med, 421 
Curie Blvd,Room 554, BRB 2-3, Philadelphia, PA 19104 USA**USA 

AUTHOR E-MAIL ADDRESS: cjune@mail.med.upenn.edu 

JOURNAL: Nature Biotechnology 26 (7): p808-816 JUL 2008 2008 

ITEM IDENTIFIER: doi : 1 0 . 1 03 8 /nbt 1 4 1 0 

ISSN: 1087-0156 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 

ABSTRACT: Homozygosity for the naturally occurring Delta 32 deletion in the 
HIV co-receptor ***qqr5*** confers resistance to HIV-1 infection. We 
generated an HIV-resistant genotype de novo using engineered zinc-finger 
nucleases (ZFNs) to disrupt endogenous ***CCR5*** . Transient expression 
of CCR5 ZFNs permanently and specifically disrupted similar to 50% 
of ***qqr5*** alleles in a pool of primary human CD4(+) T cells. Genetic 
disruption of CCR5 provided robust, stable and heritable protection 
against HIV-1 infection in vitro and in vivo in a NOG model of HIV 
infection. HIV-l-inf ected mice engrafted with ZFN-modified CD4(+) T cells 
had lower viral loads and higher CD4(+) T-cell counts than mice engrafted 
with wild-type CD4(+) T cells, consistent with the potential to 
reconstitute immune function in individuals with HIV/AIDS by maintenance 
of an HIV-resistant CD4(+) T-cell population. Thus adoptive transfer of 
ex vivo expanded CCR5 ZFN-modified autologous CD4(+) T cells in HIV 
patients is an attractive approach for the treatment of HIV-1 infection. 
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16497000 BIOSISNO.: 200200090511 

Adoptive transfer of costimulated CD4+ T cells induces expansion of 

peripheral T cells and decreased CCR5 expression in HIV infection 
AUTHOR: Levine Bruce L (Reprint); Bernstein Wendy B; Aronson Naomi E; 

Schlienger Katia; Cotte Julio; Perfetto Steven; Humphries Mary J; 

Ratto-Kim Silvia; Birx Deborah L; Steffens Carolyn; Landay Alan; 

Carroll Richard G; June Carl H 
AUTHOR ADDRESS: Abramson Family Cancer Research Institute, University of 

Pennsylvania Cancer Center, Philadelphia, PA, USA**USA 
JOURNAL: Nature Medicine 8 (1): p47-53 January, 2002 2002 
MEDIUM: print 
ISSN: 1078-8956 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 

ABSTRACT: To study the safety and feasibility of T-cell reconstitution in 
HIV-infected individuals, we adoptively transferred activated autologous 
CD4+ T cells. Polyclonal peripheral blood CD4+ cells were costimulated ex 



vivo and subjects were given infusions of up to 3 X 1010 activated CD4 
cells. Dose-dependent increases in CD4+ cell counts and in the CD4:CD8 
ratio were observed. Sustained increases in the fraction of 
cytokine-secreting T cells and decreases in the percentage of CD4+ 
CCR5+ cells were noted in vivo, suggesting enhanced function and 
resistance to HIV infection. The frequency of CD4+Ki-67+ cells increas 
whereas CD4+ T cells containing T cell-receptor rearrangement excision 
circles (TRECs) decreased. These findings indicate that expansion of the 
peripheral T-cell pool mediated the increase in CD4 counts and suggest 
that approaches to reconstitute CD4 helper cell activity and decrease 
***CCR5*** expression may augment natural immunity to HIV infectio 
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15606909 BIOSISNO.: 200000325222 

Modulation of susceptibility to HIV-1 infection by the cytotoxic T 

lymphocyte antigen 4 costimulatory molecule 
AUTHOR: Riley James L; Schlienger Katia; Blair Patrick J; Carreno 

Beatriz; Craighead Nancy; Kim Daniel; Carroll Richard G; June 

Carl H (Reprint) 

AUTHOR ADDRESS: Department of Molecular and Cellular Engineering, 
University of Pennsylvania, 421 Curie Blvd., BRB II/III, Rm. 554, 
Philadelphia, PA, 19104-6160, USA**USA 

JOURNAL: Journal of Experimental Medicine 191 (11): pl987-1997 June 5, 

2000 2000 

MEDIUM: print 

ISSN: 0022-1007 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 

ABSTRACT: CD4 T cells activated in vitro by anti-CD3/28-coated beads are 
resistant to infection by CC chemokine receptor 5 (CCR5 ) -dependent 
HIV-1 isolates. In vivo, antigen-presenting cells (APCs) activate CD4 
cells in part by signaling through the T cell receptor and CD28, yet 
cells stimulated in this manner are susceptible to HIV-1 infection. We 
show that cytotoxic T lymphocyte antigen 4 (CTLA-4) engagement 
counteracts the CD28 antiviral effects, and that the ratio of CTLA-4 t 
CD28 engagement determines the susceptibility of HIV-1 infection. 
Furthermore, unopposed CTLA-4 signaling provided by CD28 blockade 
promotes vigorous HIV-1 replication, despite minimal T cell 
proliferation. Finally, CTLA-4 antibodies decrease the susceptibility 
antigen-activated CD4 T cells to HIV, suggesting a potential approach 
prevent or limit viral spread in HIV-l-inf ected individuals. 
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15371686 BIOSISNO.: 200000089999 

Influenza virus upregulates CXCR4 expression in CD4+ cells 
AUTHOR: Puri Anu (Reprint); Riley James L; Kim Daniel; Ritchey David 

W; Hug Peter; Jernigan Kristine; Rose Patrick; Blumenthal Robert; 

Carroll Richard G 

AUTHOR ADDRESS: Laboratory of Experimental and Computational Biology, 
NCI-FCRDC, Miller Drive, Bldg. 469, Rm. 211, Frederick, MD, 21702-1201 
USA**USA 



JOURNAL : AIDS Research and Human Retroviruses 16 (1): pl9-25 Jan. 1, 2000 
2000 

MEDIUM: print 
ISSN: 0889-2229 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 

ABSTRACT: We examined the effect of prior influenza virus infection on the 
susceptibility of CD4+ cells to HIV-1 infection. Influenza virus 
infection of HeLa-CD4 cells resulted in a marked increase in 
susceptibility to infection by CXCR4-dependent but not CCR5 
-dependent HIV isolates. Influenza virus infection resulted in an 
increase in the steady state level of CXCR4 transcripts and an increase 
in cell surface CXCR4 expression. Our observations suggest that 
infectious agents such as influenza may contribute to HIV disease 
progression by modulating coreceptor availability. 
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15086084 BIOSISNO.: 199900345744 

Constitutive cell surface association between CD4 and CCR5 

AUTHOR: Xiao Xiaodong; Wu Lijun; Stantchev Tzanko S; Feng Yan-Ru; Ugolini 
Sophie; Chen Hong; Shen Zhimin; Riley James L; Broder Christopher C 
; Sattentau Quentin J; Dimitrov Dimiter S (Reprint) 

AUTHOR ADDRESS: Laboratory of Experimental and Computational Biology, 
National Cancer Institute-Frederick Cancer Research and Development 
Center, National Institutes of Health, Miller Drive, Building 469, Room 
216, Frederick, MD, 21702-1201, USA**USA 

JOURNAL: Proceedings of the National Academy of Sciences of the United 

States of America 96 (13): p7496-7501 June 22, 1999 1999 

MEDIUM: print 

ISSN: 0027-8424 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 

ABSTRACT: HIV-1 entry into cells involves formation of a complex between 
gpl20 of the viral envelope glycoprotein (Env) , a receptor (CD4), and a 
coreceptor. For most strains of HIV, this coreceptor is ***CCR5*** . Here, 
we provide evidence that CD4 is specifically associated with CCR5 
in the absence of gpl20 or any other receptor-specific ligand. The amount 
of CD4 coimmunoprecipitated with CCR5 was significantly higher than 
that with the other major HIV coreceptor, CXCR4, and in contrast to CXCR4 
the CD4-CCR5 coimmunoprecipitation was not significantly increased 
by gpl20. The CD4- ***CCR5*** interaction probably takes place via the 
second extracellular loop of ***CCR5*** anc i the first two domains of CD4. 
It can be inhibited by CCR5- and CD4-specific antibodies that 
interfere with HIV-1 infection, indicating a possible role in virus 
entry. These findings suggest a possible pathway of HIV-1 evolution and 
development of immunopathogenicity , a potential new target for 
antiretroviral drugs and a tool for development ofvaccines based on 
Env-CD4- ***CCR5*** complexes. The constitutive association of a 
seven-transmembrane-domain G protein-coupled receptor with another 
receptor also indicates new possibilities for cross-talk between cell 
surface receptors. 
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14687125 BIOSISNO.: 199800481372 

Naive and memory CD4 T cells differ in their susceptibilities to human 

immunodeficiency virus type 1 infection following CD28 costimulation : 

Implications for transmission and pathogenesis 
AUTHOR: Riley James L; Levine Bruce L; Craighead Nancy; Francomano 

Tara; Kim Daniel; Carroll Richard G; June Carl H (Reprint) 
AUTHOR ADDRESS: Mail Stop 061, Naval Med. Res. Inst., 8901 Wisconsin Ave., 

Bethesda, MD 20889-5607, USA**USA 
JOURNAL: Journal of Virology 72 (10): p8273-8280 Oct., 1998 1998 
MEDIUM: print 
ISSN: 0022-538X 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 

ABSTRACT: In vitro evidence suggests that memory CD4+ cells are 

preferentially infected by human immunodeficiency virus type 1 (HIV-1), 
yet studies of HIV-l-inf ected individuals have failed to detect 
preferential memory cell depletion. To explore this paradox, we 
stimulated CD45RA+ CD4+ (naive) and CD45RO+ CD4+ (memory) cells with 
antibodies to CD3 and CD28 and infected them with either CCR5 
-dependent (R5) or CXCR4-dependent (X4) HIV-1 isolates. Naive CD4+ cells 
supported less X4 HIV replication than their memory counterparts. 
However, naive cells were susceptible to R5 viral infection, while memory 
cells remained resistant to infection and viral replication. As with the 
unseparated cells, mixing the naive and memory cells prior to infection 
resulted in cells resistant to R5 infection and highly susceptible to X4 
infection. While both naive and memory CD4+ subsets downregulated 
CCR5 expression in response to CD28 costimulation, only the memory 
cells produced high levels of the beta-chemokines RANTES, MIP-lalpha-, 
and MlP-lbeta upon stimulation. Neutralization of these beta-chemokines 
rendered memory CD4+ cells highly sensitive to infection with R5 HIV-1 
isolates, indicating that downregulation of CCR5 is not sufficient 
to mediate complete protection from ***CCR5*** strains of HIV-1. These 
results indicate that susceptibility to R5 HIV-1 isolates is determined 
not only by the level of CCR5 expression but also by the balance of 

***CCR5*** expression and beta-chemokine production. Furthermore, our 
results suggest a model of HIV-1 transmission and pathogenesis in which 
naive rather than memory CD4+ T cells serve as the targets for early 
rounds of HIV-1 replication. 
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14435548 BIOSISNO.: 199800229795 

Productive infection of neonatal CD8+ T lymphocytes by HIV-1 
AUTHOR: Yang Liang Peng; Riley James L; Carroll Richard G; 

June Carl H; Hoxie James; Patterson Bruce K; Ohshima Yusei; Hodes 

Richard J; Delespesse Guy (Reprint) 
AUTHOR ADDRESS: Universite de Montreal, Centre de Recherche Louis-Charles 

Simard, Laboratoire de Recherche en Allergic, Hopital Notre-Dame, 1560 

Sherbrooke St. East, Montreal, PQ H2L 4M1, Canada* *Canada 
JOURNAL: Journal of Experimental Medicine 187 (7): pll39-1144 April 6, 
1998 1998 
MEDIUM: print 



ISSN: 0022-1007 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 

ABSTRACT: CD8+ T lymphocytes confer significant but ultimately insufficient 
protection against HIV infection. Here we report that activated neonatal 
CD8+ T cells can be productively infected in vitro by macrophage-tropic 
(M-tropic) HIV-1 isolates, which are responsible for disease 
transmission, whereas they are resistant to T cell-tropic (T-tropic) HIV 
strains. Physiological activation of CD8-alpha/beta+ CD4- T cell 
receptor-alpha/beta+ neonatal T cells, including activation by allogeneic 
dendritic cells, induces the accumulation of CD4 messenger RNA and the 
expression of CD4 Ag on the cell surface. The large majority of 
anti-CD3/B7 . 1-activated cord blood CD8+ T cells coexpress CD4, the 
primary HIV receptor, as well as CCR5 and CXCR4, the coreceptors 
used by M- and T-tropic HIV-1 strains, respectively, to enter target 
cells. These findings are relevant to the rapid progression of neonatal 
HIV infection. Infection of primary HIV-specific CD8+ T cells may 
compromise their survival and thus significantly contribute to the 
failure of the immune system to control the infection. Furthermore, these 
results indicate a previously unsuspected level of plasticity in the 
neonatal immune system in the regulation of CD4 expression by 
costimulation . 
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13992340 BIOSISNO.: 199799626400 

Primary HIV isolates that are dual-tropic for the chemokine receptors ccR5 

and cxcR4 (fusin, lestr) 
AUTHOR: Blatner Gretta (Reprint); Blair Patrick; June Carl; Cohen 

David (Reprint) 

AUTHOR ADDRESS: Div. Basic Sci., National Cancer Inst., Bethesda, MD, USA** 
USA 

JOURNAL: Journal of Acquired Immune Deficiency Syndromes and Human 
Retrovirology 14 (4): pA29 1997 1997 

CONFERENCE/MEETING: National AIDS Malignancy Conference Bethesda, 
Maryland, USA April 28-30, 1997; 19970428 
ISSN: 1077-9450 

DOCUMENT TYPE: Meeting; Meeting Abstract 
RECORD TYPE: Citation 
LANGUAGE: English 
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13884652 BIOSISNO.: 199799518712 

Differential regulation of HIV-1 fusion cofactor expression by CD28 

costimulation of CD4+ T cells 
AUTHOR: Carroll Richard G; Riley James L; Levine Bruce L; Feng 

Yu; Kaushal Sumesh; Ritchey David W; Bernstein Wendy; Weislow Owen S; 

Brown Charles R; Berger Edward A; June Carl H (Reprint); St Louis 

Daniel C 

AUTHOR ADDRESS: Jackson Found. Advancement of Military Med., Rockville, MD 
20850, USA**USA 
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ABSTRACT: Activation of CD4+ T lymphocytes from human immunodeficiency 
virus-type 1 (HIV 1) -infected donors with immobilized antibodies to CD3 
and CD28 induces a virus resistant state. This effect is specific for 
macrophage-tropic HIV-1. Transcripts encoding CXCR4/Fusin, the fusion 
cofactor used by T cell line-tropic isolates, were abundant in 
CD3/CD28-stimulated cells, but transcripts encoding CCR5, the 
fusion cofactor used by macrophage-tropic viruses, were not detectable. 
Thus, CD3/CD28 costimulation induces an HIV-l-resistant phenotype similar 
to that seen in some highly exposed and HIV-uninf ected individuals. 
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ABSTRACT: Activation of CD4+ T lymphocytes from human 

immunodeficiency virus-type 1 (HIV 1) -infected donors with immobilized 
antibodies to ***CD3*** and ***CD28*** induces a virus resistant state. 
This effect is specific for macrophage-tropic HIV-1. Transcripts encoding 
CXCR4/Fusin, the fusion cofactor used by T cell line-tropic 
isolates, were abundant in CD3 / CD2 8 -stimulated cells, but 
transcripts encoding CCR5, the fusion cofactor used by 
macrophage-tropic viruses, were not detectable. Thus, ***CD3*** / 
CD28 costimulation induces an HIV-l-resistant phenotype similar to 
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The chemokine receptor CCR5 is a cofactor for cellular entry of 
macrophage-tropic strains of HIV-1. Expression of ***CCR5*** j_ s restricted 
to T cells, macrophages, and certain cell lines; however, the 
mechanisms controlling its expression remain largely unknown. To delineate 
these mechanisms, approximately 1.0 kb of DNA from the immediate 5' 
upstream region of ***cCR5*** was cloned and characterized. ***cCR5*** 
promoter activity was up-regulated by PMA, and a region spanning -417 to 
+61 relative to the transcription start site was sufficient for the basal 
and induced activity. DNase I footprinting assays demonstrated several 
protected areas within this region, and gel shift assays determined binding 
sites for transcriptional factors Oct-1, Oct-2, T cell factor 

lalpha, and GATA1 . ***qqr5*** promoter activity was also induced by IL-2 or 

anti-CD3 Ab, while stimulation with anti-CD28 Ab 

markedly reduced CD3-mediated up-regulation of the CCR5 

promoter. Flow cytometry confirmed the findings at the level of cell 

surface expression. Further delineation of the regulation of the ***CCR5*** 

promoter will be important for a more comprehensive understanding of the 

pathogenesis of HIV disease. 
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PATENT CLASSIFICATIONS: 
CLASS: A61K-000/A 



DESIGNATED COUNTRIES: 
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8/3/71 (Item 8 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 
145006562 CA: 145(l)6562u PATENT 

Methods based on stimulating maturation of immature dendritic cells for 
evaluating Thl/Th2 adjuvant activity of environmental substance or 
chemical 

INVENTOR (AUTHOR) : Matsushita, Sho; Uemura, Yasushi; Wakui, Masatoshi; 
Nakano, Kazuhisa 
LOCATION: Japan, 

PATENT: PCT International ; WO 200654415 Al DATE: 20060526 
APPLICATION: WO 2005JP19149 (20051018) *JP 2004336433 (20041119) 
PAGES: 71 pp. CODEN: PIXXD2 LANGUAGE: Japanese 
PATENT CLASSIFICATIONS: 

IPCR/8 + Level Value Position Status Version Action Source Office: 



C12Q-0001/02 




A 


I F 


B 


20060101 




H JP 








G01N-0033/15 
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8/3/72 (Item 9 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 
144272451 CA: 1 44 ( 15 ) 2 72 451 z JOURNAL 

Results from a Human Renal Allograft Tolerance Trial Evaluating T-Cell 
Depletion with Alemtuzumab Combined with Deoxyspergualin 

AUTHOR (S) : Kirk, Allan D . ; Mannon, Roslyn B . ; Kleiner, David E . ; Swanson, 
John S.; Kampen, Robert L . ; Cendales, Linda K.; Elster, Eric A.; Wakefield, 
Terri; Chamberlain, Christine; Hoffmann, Steven C . ; Hale, Douglas A. 

LOCATION: Transplantation Branch, National Institute of Diabetes and 
Digestive and Kidney Diseases, National Institutes of Health, Bethesda, MD, 
USA 

JOURNAL: Transplantation (Transplantation) DATE: 2005 VOLUME: 80 
NUMBER: 8 PAGES: 1051-1059 CODEN: TRPLAU ISSN: 0041-1337 LANGUAGE: 
English PUBLISHER: Lippincott Williams & Wilkins 



8/3/73 (Item 10 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 
143076820 CA: 143(5)76820j PATENT 

Bispecific single-chain antibodies preparation and therapeutic uses 
thereof 

INVENTOR (AUTHOR) : Kufer, Peter; Berry, Meera; Baeuerle, Patrick; Itin, 
Christian 

LOCATION: Germany, 

PATENT: U.S. Pat. Appl . Publ . ; US 20050136050 Al DATE: 20050623 

APPLICATION: US 2003743697 (20031222) 

PAGES: 12 pp. CODEN: USXXCO LANGUAGE: English 

PATENT CLASSIFICATIONS: 

CLASS: 424133100; A61K-039/395A; C07K-016/44B 



8/3/74 (Item 11 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 
143006295 CA: 143(l)6295t PATENT 

Multispecif ic antibodies specific to cell surface antigen and/or receptor 
for immunotherapy of autoimmune disease, transplant rejection, infection 
and cancer 

INVENTOR (AUTHOR) : Herman, William 
LOCATION: Can., 

PATENT: Canada Pat Appl ; CA 2441653 AA DATE: 20050319 
APPLICATION: CA 2441653 (20030919) 
PAGES: 166 pp. CODEN: CPXXEB LANGUAGE: English 
PATENT CLASSIFICATIONS: 

CLASS: C12N-015/62A; C07K-019/00B; C12P-021/00B; A61K-039/395B; 
C07K-016/42B; C07K-016/46B; A61K-047/48B 



8/3/75 (Item 12 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 
142315222 CA: 1 42 ( 1 7 ) 3 152 22d PATENT 

multispecif ic ligands or antibodies for targeting and treating cancer, 
infection and autoimmune disease 



INVENTOR (AUTHOR) : Herman, William 
LOCATION: Can., 

PATENT: Canada Pat Appl ; CA 2414148 AA DATE: 20040630 
APPLICATION: CA 2414148 (20021230) 
PAGES: 109 pp. CODEN: CPXXEB LANGUAGE: English 
PATENT CLASSIFICATIONS: 

CLASS: A61K-047/48A; A61P-035/00B; A61K-039/395B 



8/3/76 (Item 13 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 
142296676 CA: 1 42 ( 16 ) 2966 76m PATENT 

Multifunctional ligands or antibodies for immunotherapy of immune 
disease, autoimmune disease, transplant rejection, infection and cancer 
INVENTOR (AUTHOR) : Herman, William 
LOCATION: Can., 

PATENT: Canada Pat Appl ; CA 2365636 AA DATE: 20030605 
APPLICATION: CA 2365636 (20011205) 
PAGES: 107 pp. CODEN: CPXXEB LANGUAGE: English 
PATENT CLASSIFICATIONS: 

CLASS: A61K-039/395A; A61K-045/00B; A61K-047/48B 



8/3/77 (Item 14 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 
142278735 CA: 1 42 ( 15 ) 2 78 735a PATENT 

Multifunctional ligands or antibodies for immunotherapy of autoimmune 
disease, transplant rejection, infection and cancer 
INVENTOR (AUTHOR) : Herman, William 
LOCATION: Can., 

PATENT: Canada Pat Appl ; CA 2357529 AA DATE: 20030228 
APPLICATION: CA 2357529 (20010830) 
PAGES: 122 pp. CODEN: CPXXEB LANGUAGE: English 
PATENT CLASSIFICATIONS: 

CLASS: A61K-047/48A; A61K-048/00B; A61K-039/385B; A61K-039/44B 



8/3/78 (Item 15 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 
142259661 CA: 1 42 ( 1 4 ) 2596 6 lg JOURNAL 

RANTES produced by activated lymphocytes costimulated by anti-CD3 mAb and 
anti-CD2 8 mAb 

AUTHOR(S) : Gu, Xiao; Tang, Xiaoda; Gu, Shenyang; Yang, Shangqi; Zhou, 
Peijun; Xu, Da; Wang, Xianghui; Tan, Jianming 

LOCATION: Clinical Organ Transplantation Center of Shanghai, Shanghai 
First People's Hospital, Shanghai, Peop. Rep. China, 200080 

JOURNAL: Fudan Xuebao, Yixueban (Fudan Xuebao, Yixueban) DATE: 2003 

VOLUME: 30 NUMBER: 6 PAGES: 546-548 CODEN: FXYUAO LANGUAGE: Chinese 

PUBLISHER: Fudan Xuebao, Yixueban Bianji Weiyuanhui 



8/3/79 (Item 16 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 



142238624 CA: 142 ( 13 ) 238624g PATENT 

Diagnostic tests based on flow cytometric analysis of antigen-specific T 
lymphocytes 

INVENTOR (AUTHOR) : Poccia, Fabrizio; Gioia, Cristiana; Agrati, Chiara; 
Montesano, Carla; Amicosante, Massimo; Casetti, Rita; D'Offizi, Gianpiero; 
Horejsh, Douglas; Martini, Federico; Capobianchi, Maria Rosaria; Pucillo, 
Leopoldo Paolo; Perrone, Donnorso Raffaele; Ippolito, Giuseppe 

LOCATION: Italy 

ASSIGNEE: Istituto Nazionale per le Malattie Infettive 'Lazzaro 
Spallanzani' IRCCS 

PATENT: PCT International ; WO 200515207 A2 DATE: 20050217 
APPLICATION: WO 2004EP51726 (20040805) *IT 2003RM386 (20030805) 
PAGES: 46 pp. CODEN: PIXXD2 LANGUAGE: English 
PATENT CLASSIFICATIONS: 
CLASS: G01N-033/50A 
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8/3/80 (Item 17 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 
140299440 CA: 140 ( 19 ) 299440z PATENT 

Methods of generating and screening for proteases with altered 
specificity for target proteins in treatment of disease 
INVENTOR (AUTHOR) : Nguyen, Jack; Thanos, Chris; Ruggles, Sandra Waugh; 
Craik, Charles S. 
LOCATION: USA 

ASSIGNEE: Catalyst Biosciences 

PATENT: PCT International ; WO 200431733 A2 DATE: 20040415 
APPLICATION: WO 2003US31719 (20031002) *US PV415388 (20021002) 
PAGES: 6 8 pp. CODEN: PIXXD2 LANGUAGE: English 
PATENT CLASSIFICATIONS: 
CLASS: G01N-000/A 
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8/3/81 (Item 18 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 

139083987 CA: 139(6)83987q PATENT 
Multispecif ic constructs for targeted therapy 
INVENTOR (AUTHOR) : Herman, William 



LOCATION: Can., 

PATENT: PCT International ; WO 200357732 A2 DATE: 20030717 
APPLICATION: WO 2003CA44 (20030114) *CA 2368708 (20020114) *WO 2002CA317 
(20020311) *CA 2397169 (20020813) *CA 2402930 (20020919) 
PAGES: 240 pp. CODEN: PIXXD2 LANGUAGE: English 
PATENT CLASSIFICATIONS: 
CLASS: C07K-016/00A 



DESIGNATED COUNTRIES: 
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8/3/82 (Item 19 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 
137246546 CA: 13 7 ( 1 7 ) 2 465 46v PATENT 

Multispecif ic ligands or antibodies for targeted immunotherapy of 
autoimmune diseases, cancers, and infections 
INVENTOR (AUTHOR) : Herman, William 
LOCATION: Can., 

PATENT: PCT International ; WO 200272141 A2 DATE: 20020919 

APPLICATION: WO 2002CA317 (20020311) *US PV274217 (20010309) *US PV276911 
(20010320) *US PV279132 (20010328) *US PV281029 (20010407) *US PV306148 
(20010719) *CA 2368708 (20020114) 

PAGES: 159 pp. CODEN: PIXXD2 LANGUAGE: English 

PATENT CLASSIFICATIONS: 
CLASS: A61K-039/395A 

DESIGNATED COUNTRIES: AE; AG; AL; AM; AT; AU; AZ ; BA; BB; BG; BR; BY; BZ; 
CA; CH; CN; CO; CR; CU; CZ; DE; DK; DM; DZ; EC; EE; ES; FI; GB; GD; GE; GH; 
GM; HR; HU; ID; IL; IN; IS; JP; KE; KG; KP; KR; KZ ; LC; LK; LR; LS; LT; LU; 
LV; MA; MD; MG; MK; MN; MW; MX; MZ ; NO; NZ; OM; PH; PL; PT; RO; RU; SD; SE; 
SG; SI; SK; SL; TJ; TM; TN; TR; TT; TZ; UA; UG; US; UZ; VN; YU; ZA; ZM; ZW; 
AM; AZ; BY; KG; KZ ; MD; RU; TJ; TM DESIGNATED REGIONAL: GH; GM; KE; LS; MW 
; MZ; SD; SL; SZ; TZ; UG; ZM; ZW; AT; BE; CH; CY; DE; DK; ES; FI; FR; GB; 
GR; IE; IT; LU; MC; NL; PT; SE; TR; BF; BJ; CF; CG; CI; CM; GA; GN; GQ; GW; 
ML; MR; NE; SN; TD; TG 



8/3/83 (Item 20 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 
137246527 CA: 13 7 ( 1 7 ) 2 4652 7q PATENT 

Multivalent MHC constructs: Immunoanalysis , diagnosis and therapy 
INVENTOR (AUTHOR) : Winther, Lars; Petersen, Lars Oestergaard; Buus, Soeren 
; Schoeller, Joergen; Ruub, Erik; Aamellem, Oeystein 
LOCATION: Den. 

ASSIGNEE: Dako A/S; Dynal Biotech Asa 

PATENT: PCT International ; WO 200272631 A2 DATE: 20020919 

APPLICATION: WO 2002DK169 (20020313) *DK 2001435 (20010314) *DK 2001436 
(20010314) *DK 2001441 (20010314) *US PV275470 (20010314) *US PV275448 
(20010314) *US PV275447 (20010314) 

PAGES: 304 pp. CODEN: PIXXD2 LANGUAGE: English 

PATENT CLASSIFICATIONS: 



CLASS: C07K-014/705A 

DESIGNATED COUNTRIES: AE; AG; AL; AM; AT; AT; AU; AZ ; BA; BB; BG; BR; BY; 

BZ; CA; CH; CN; CO; CR; CU; CZ; CZ; DE; DE; DK; DK; DM; DZ; EC; EE; EE; ES; 

FI; FI; GB; GD; GE; GH; GM; HR; HU; ID; IL; IN; IS; JP; KE; KG; KP; KR; KZ ; 

LC; LK; LR; LS; LT; LU; LV; MA; MD; MG; MK; MN; MW; MX; MZ ; NO; NZ; OM; PH; 

PL; PT; RO; RU; SD; SE; SG; SI; SK; SK; SL; TJ; TM; TN; TR; TT; TZ; UA; UG; 

US; UZ; VN; YU; ZA; ZM; ZW; AM; AZ ; BY; KG DESIGNATED REGIONAL: GH; GM; KE 
; LS; MW; MZ ; SD; SL; SZ; TZ; UG; ZM; ZW; AT; BE; CH; CY; DE; DK; ES; FI; 

FR; GB; GR; IE; IT; LU; MC; NL; PT; SE; TR; BF; BJ; CF; CG; CI; CM; GA; GN; 

GQ; GW; ML; MR; NE; SN; TD; TG 



8/3/84 (Item 21 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 
132136174 CA: 132 ( 1 1 ) 136 1 74m JOURNAL 

Human afferent lymph from normal skin contains an increased number of 
mainly memory/effector CD4+ T cells expressing activation, adhesion, and 
co-stimulatory molecules 

AUTHOR(S): Yawalkar, Nikhil; Hunger, Robert E . ; Pichler, Werner J.; 
Braathen, Lasse R.; Brand, Christoph U. 

LOCATION: Dermatological Clinic, Inselspital, Univ. Bern, CH-3010, Bern, 
Switz . 

JOURNAL: Eur. J. Immunol. DATE: 2000 VOLUME: 30 NUMBER: 2 PAGES: 
491-497 CODEN: EJIMAF ISSN: 0014-2980 LANGUAGE: English PUBLISHER: 
Wiley-VCH Verlag GmbH 



8/3/85 (Item 22 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2009 American Chemical Society. All rts. reserv. 
130037213 CA: 130(4)37213a JOURNAL 

Costimulation of naive CD8+ lymphocytes induces CD4 expression and allows 
human immunodeficiency virus type 1 infection 

AUTHOR(S): Kitchen, Scott G . ; Korin, Yael D . ; Roth, Michael D . ; Landay, 
Alan; Zack, Jerome A. 

LOCATION: Division of Hematology-Oncology , UCLA School of Medicine, Los 
Angeles, CA, 90095, USA 

JOURNAL: J. Virol. DATE: 1998 VOLUME: 72 NUMBER: 11 PAGES: 9054-9060 

CODEN: JOVIAM ISSN: 0022-538X LANGUAGE: English PUBLISHER: American 
Society for Microbiology 



